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(2 ) 10-512559 
tST**yU^ii (DN A) X«U#«K (R N A) T*5Ct6»itt 

agfjfcSi »~ffi*i©#ffl« 

JS2Klfef6©#fffi. 

4. *K#iJ#>HRNA*:]-FT*DNA^»4Ci*tt«a:-*'*M*«2 

ic8E«©#ffl. 
8E«©wb. 

6. «K**S cFv*3-h't4DNAT»4:i*«ttt4»*«2l:E« 

^2ictemco#fffl. 
1 ©<,ii*n^-^ti2iE©«fffl. 



t 



1 



(3) 



10-512559 



ami. 

1 6. ^ffi^^»J^^P^TS#i-S^i^^@[<h-r^ii*Sl 3^6 

1 7. tffl^tt*ffc¥f^**H^ 

2 1. Jllifef^wa f l^Wt^Jtfta-H-rSilttWHt'rsBI**! 
2 2. jKffitlMRMKttmacMTt « i i t1Mi t*i*« 1 KE«Off 

^3 o 



(4) 1 0 - 5 1 2 5 5 9 

t n 6©8»Of Hit* 6*l4»^«lf **Wt4 fc* C 

■StcftAb, ^©ffl©«Mt£©.fc5l~£JSt'£^ , ~fttt£ nT< ' :i;g) (Chin 
^, Adv. Cancer Res. 6 0 (1 9 9 3) 1 5 7- 1 8 0; 
ChabneriMeyers, Cancer Principles and 

practices of Oncology, De Vita £><§, J . B 

Lippencott Co. p. 349-395, 1989). m 

E14©^S:fc^^"^^^^^ n ' 5 (Ch i n£>, S9tB) . 
4fflB5E©^n-b^*«fe<3S»-r*-tK:J:0»U<»Man*. 

9TlMl8Htt*4i:»WT«4RTttav> (ChabneriMeyers, 



(5) 10- 5 1 2 5 5 9 

turn) c ^zfk^<DK\z^a^yAwx\t7^h-^7,omif(DmntmM\z^ 

it^m^Rzsxx\mmmmmm<D2m<D^m^'S(omm\z^\z&^< 0 

^n^<D2m<Dmm.<omm\zmw^^n^mz^tmm))^m 

^HOKHrtTftSSnftaEBtt^sJ-^S/U*** (DNA) Tfc'J*|£g£ 
(RNA) TfcJ^c DNAtl/TH ffiMWDNA (cDNA) , irVADN 
A (gDNA) , /Vf:7»J y HE3RIXJ4*rict>b<tt¥^fltlBM*<#Vf 6tL*. 



(6) 



#^¥1 0-512559 



> ^ k j: o » s ftfcEMaft;* w t> u < tf £ o *t e> 

Ae««*tt*iit#tt-r*- i^t^- (g > as 

/t_iffi|) , 5?^1/^>F (ATP, AMP, GDP, GTPi) , ffittftBf- 
[^7 ;-»59*HT (GRF* GAP, RAFf) , «^H^«] ^CD#£k<D 

F>^^«8SCS 3 fe^tJtfaef : K i - r a s £tO (Almogue r 
a 6, Cell _5_3_ (1 9 8 8) 5 4 9 ) . £fc> ( 
5 0%), Xttl*«M&t?*«ttej4L*! (30%, Bos, J. L. Cance 
r Res.j4J_ (1 9 8 9) 4 6 8 2) Tfc?6«8Sr a slfifOSft 

jgf ( myc , fos, jun, ras,myb, erb«) ^SSnw 
*fc, fL«. W«. Rfi. BU>^M, 



(7) 10-512559 

^Urt^F (U#>FRNA) , 
>f*>h) ft=3— F-TSKCB (ScFv) , 

FvatfigaiiMiii(*6aRsti5 > 

±0»*b<tt, ftO«ttft»ttGAP^>^^*C!)N*SIMB«, Gbr3- 

3^>/^»xttE t s^>/^So^2SW^«Sft$n^ fl S c F vi:o 

^#P?frJ^>^ff £LTtep 53, Rb, waf L p21, DCCXttMTS 

ifc«#ttfc*WT*RNA*:3— FT*DNAT**>. «tOB*ffl^«, R N A 

t>7RNA) , U^-tf-T AXte<J;tf>FRNATfc*. JffllWiRKi ra 
s 7>^t>7RNAT^. 



(8) 1 0 - 5 1 2 5 5 9 

a§wo9 4/o 800 3n\zmmznT^%ft**i?^x^)^fez^fc^ 

^-f;^s« (i/bo^A^. 7f/«>-fW« ^i^t^-ou 
aav, y^-y^-r^**) Tfcj;t>u y?^5M?*-"et)iVi 

c *»?BT«ffi-r**UttJB»f* MP> JMSrt. !§*!*]> ffiWW. ST 

•wit****. »^wttft*aflt«tuTt>j:vi. mm<D&m\zm&*m&& 

F#vF, TNF, 7HU77-fy>> #>7°Fx:/>* (fcf># 



(9) ft$k¥ 10-512559 

WMwaf 1 (p 2 1 ) £n— KT£o 
7>^-fe>;*«l*<Pteffl 

RNAXttDNA/mDNAffl©-*B««*JBHfftt»C»fiK-r«). tfflB 
mRNA(0fflI«^'J ^^l/tfHTStjt, «tt«BBK*AStt*>Jvtfl*© 
U * £ U*^ F tf S n* . 21 © ck 5 a * U ^ 2 V Or? F tt« A tf 
3-D7^Bf$9 2 5 7 4-»fc«E*SttT^*. Sfc. «W«BT«31UTIB 



I 



< 



(10) 



^¥1 0 - 5 1 2 5 5 9 



y y A D N A i iS^/W 7 



3**«tt«KHeJ e n e IC X K> A n t i - C a n o e 



r 



drug design 6 (1991) 5 6 9 KB«SnTV»«. 

*K9JC J; -5 T 7 >^"fe R N AXli "J #1f-f ASn- 
Ht*DNAlWT%il». l5UitSn«7>ft>^RNAttifimR 

lCrfXttRNAti««IffSt8il t*^I«ttT 



(11) ^?1 0 - 5 1 2 5 5 9 

iar»tf|B|fttt»lcHIKaiBl4ill*W0 9 1/1 9 8 1 3*l:E«SftT^5. * 

T>BJartT*S*nSK i - r a s * >^^K©/J>S H»JtR N ASlEftf* 

2« G r b 3 - 3 3^>^d;JlXttETS^>/Xi7H©gj«S**»*3 — Hf 

®»ffilHi*M^WO 9 4/0 3 5 9 7^te, ^>/^IGAP-Ra s <B*« 
NH2««oa*J5BafcJ:0S8j»«*r a s »e?<MB»«fc»Ke»*tl&«B 

gap (170-702) ©awass^/jNwaawas (H4 6 o) ^pjaaast 

©**KiPA*t, »*«GAP (17 0- 7 0 2) lC«tt)BIW$nS73ph- 

1 ttHfcllBIBH 4 6 0fci5tt*g r b 3 - 3Ifi?08ttl:^l» 
TfE«cT£o G r b 3 - 3 ©Jf ftEMatf«tt»iS c i e n c e 1 9 9 4 IdfS 

G r b 3 - 3ffle^CD«AH«t DK5»Sn-2>7* h-vX26*^#H*:«tClg 



r 



(12) flf«¥l 0- 5 1 2 5 5 9 

- n 6 ©$ffiM tt. iS<s^ » AC i57^b-^O^l-5T 5? - C«* 

© -fb* * & » * ' = » « * 15 c fc * * S ^ * ffi * * ro T * * " 
S c F v 

K±0-f >lf#"CB*T**Ci:**Ufc (B*Hi«4iH»W094/2 9 44 

.kOttMICH:. *H«S c F v*«*©IMMTB»a**£ifc*0*Hi 
g^.^ Wi^K^tfifD-C^-SCt^-r. #56513© l^J£«t«C,£*i:, ras 

^^<D^m^-cmm^muM^WM&j-tVT\t. mzpS3, p2i. 

Rb« raplA, DDC, WA F&tfMT S9e?£¥lf * - t«*T?*«. * 
9#^WCte< p53, RbXteWa f iI(K : f : £:ffiJB"f 5„ 

p 5 3lfi?»5 3 kD a©** I s **- fWtfff®*** 

er^, Science 244 (1989) 2 1 7). ^C^fS 

»«. 3e* P 5 3*=i-i«-r«B±SBtfia i tt«*©«*e^®*** to 

«tp5 3©a*t)«ifiW&* 4 KS*lft (Epstein 6, Science 



(13) 

1 5 1 ( 1 9 9 4)). 
89 2 7 7 * yffiflgE'J >^>A°^M (F r 

iend^, Nature 323 (1986) 643) CD^^^"T^> 

mizmmXIr&tiEISVtmizmVs 5£3B1££fk5 (Huangb, Scienc 
e 2 4 2 (1 9 8 8) 1 5 6 3 ) . *ifi£&o TiE* R b 9 >rt& HteSffl 

BWWifci^Pi^aae^ "cftsasjRjie-? c - fos ©«sftw*jTs**, ^© 

WAFatfMTSae^t*tDtt«flFttttXiR^EIIlSnTl»-5 (Cell 
7 5 ( 1 9 9 3) 8 1 7; Science 2 6 4 (1 9 9 4) 4 3 
6) o 

+ V- ;Uia^^*ffi««fflB§^lC7#l — ->X£g§*-r5 (Proceed i 
ngs of the American Association for 
Cancer Research Vol. 35, march 1994, 
Bhallae, p 3 0 6, S e i t e r £>, p314, Saunders^, 

p 3 1 7 ) . p 5 3 \zm* (vmmm 

#&. «MC, p 5 30a*^Wtt©H4 6 0«IS©»36*n-->*illDffl«O* 

Waf 1 (£?£§/ p 53, Activated Fragment Cell 
. 7 5, 8 1 7, 1 9 9 3) XBp2 1 (Nature, 3 6 6, 7 0 1, 1 9 
9 3) tt»*fflp 5 3 ©a§W»at«kDRWSn«>. Waf 1 li»4Ip 53© 



I 

I 

(14) 0 - 5 1 2 5 5 9 

^aiLTG h— ^TffjtUfcWB^fcJifflaUtt^ (Cane 
er Res, 5 4, 1 1 6 9, 1 9 9 4) . Wa f HWtlp 5 3 tR8l: 
W8ft^a**Bfla©it«[*«TSii:*. Wa f 1 V-)l<Dffim»&t# 

, ftWtfcM&nm&mtfzcttfT^z. enjoin* (Dwrnt-fiffi-ztiT^z 




OCOC 6 H 5 

JWJ^-M*yXtt7J^^y^^Mi^-M^yl^S^^ R*£ 



(15) 



Rett— WzU-oTfi )]s#~)],m&Wf&L> RsRtf Rgttft^**!!^ ^ 

&s«3n*>H-*> l < i ■«±®'\'7 L njK : f **tj***ii* 5 

JH$:Sl, 111, ^^Siffi©*©^*;^^ 

R 2 ^**JS^$:*L> Ri tf7kmm=?- h L < « b KD*->S*St^X«Ri 
#:=J1/S*»JS6U R5^7K^^^SLE.^R6^**ST, tHn*y, 7iz 

- (2R, 3 S) -3' - t - y~h*isj3)V^~)VT^ J - 3 ' -:7x~;l.-2 
' -b HD*5/^ , Dtr*>||4 -7-fe h^y- 2 a - ^ > lA-f -> - 5 /3 , 
2 0 -X#*->- 1 j9, 7/3, 1 0 fi- hU tKD*v-9-**V- 1 1 
^il>- 1 3 a-^;H77il/ (F-te^+i^WtttT a x o t e r e (SeftlK 

) ) ; 

- (2 R, 3 S) -3' -^>y-< Jl/7^ y - 3 ' 2 ' -bHn + 
yyDh e t>g4, 1 0 e - y7t h^f>- 2 a -^>*/-nM-*->- 5 /3 , 2 
0-xtf*->- 1/3, 7 Ka^v- 9 -**V- l l - ^4Hr>- 1 3 

- (2 R, 3 S) - 3 ' - t -y'b*i/£))l<X~)l7^y- 3 ' -7xZJk 2 
' -b KD^y7 e Dh't>K4 -7-t 2 a -^> x /-f ;P**->- 5 0 , 



(16) 



2 0 -x#*~>- 1 0, 1 0 fl-vt Fn*>— 7 0, 1 0 j3-/^l/>-l 9 
9 

-3**7- 1 1 -^*iz>- 1 3 a — r;vx^^;i/ ; 

- (2 R, 3 S) - 3 ' - t -yi^y^MoJl/7$y - 3 ' -7xljh 2 
' -tFn + y7 ( Dh^>S4, l 0 j3 -i^yiz h^->- 2 a-^>y^;l/^^ 
~>-50, 2 0-X#*~>- 1 j3-bHD + y-7 0, 1 0 j3 -^^U>~ 1 9 

- J )V- 9 -:**7- 1 1 -^*-fe>- 1 3 a-^jH7f^ ; 

- (2R, 3S) - 3 ' - t -7>^y*M^7a; - 3 ' - {2-7)V* 
D7xZJb) - 2 ' -h Kn^y7°Dt:t>84 - 7t h^-> - 2 a - ^>^ 
M^y-5 13, 2 0 -xtf*->- 1 0, 70, 1 0 fi-h'J t Ha^>-9- 

1 1 -^*-fe>- 13a - ^JVx^tJV ; 

- (2R, 3S) -3' - t -7>^y^M'-^7^; - 3 ' - (4-^PD 
yji-jl) -2' - t Kn^f>yatr^->^4-7ir h^f>- 2 a-^>^/-r;i/ 
;**~>-50, 2 0- lfr>-li3, 7/3, 1 0 0 - h »J k F 9 
*7- 1 1 -**-fe>- 1 3 a-l'Jl/XT.Til/ ; 

- (2R, -3S) -3' -t-T'h^M^ay-S' - (4-*h* 
y7i^) -2' -b Fa*^:/Db 0 :*>&4-:ri:h*:>- 2 a-^>7< 

+y-lj3, 70, 1 0 0- MJ b FD^y- 9-:**7- 1 1 -#*±>- 1 
3 a--r;l/XX^JV ; 

- (2R, 3S) -3' - t-7'h^y^MxjP7^y-3' - (4-7;i/* 
D7iXJH - 2 ' - tHP*v^Dfc!*>84-7th + y-2fl-^>y'f 
M^y-5 13, 2O-X**~>-10, 70, 1 0 j3-hU tHo**>-9- 

**7- i i -^*-t >- i 3 a--r ;vx*x;u ; 

- (2R, 3S) -3' -7^>W^y^il/fc;i/7$y-3' -^xX 

2 ' - b HD^yynt:tyl4 -7iz h*~>- 2 a -^>l/-f ^r**^- 
5 0, 2 0-X^v-liS, 70, 1 0 0 - F U k F u*£>- 9 -**7 - 1 



(17) 0 - 5 1 2 5 5 9 

1 -^^iz>- 1 3 a-fJH7fJl/ ; 

- (2R, 3 S) -3' -t-^>fM+y^M-;i/7 = y-3' -yjL~ 

5/3, 2 7/3, 1 0 /3 — b 1 J h + 1 

1 -^1z>- 1 3 a--fJHXr^ ; 

- (2R, 3S) - 3' - ll-*5-)Vis{7W\*zs)V) t+y*M-^7$ 

tf^*>^4 -Tir h^^>- 2 a ~^:>y-r;U^^f>- 5/3, 2 0 -X#*->- 1 
/3, 7/3, 1 0 /3 - h U h Ho^y - 9-^7-11 - ^«> - 1 3 a - ^ 

- (2R, 3S) - 3' • (l-^^y^nynlfM :**->*;W#:z JUT S 
y-3' -^jlXJU- 2 * -tHP^y7'Dt:t>S4-7-th + y-2a-^ 
>y< 5 /3, 2 0-X^y-li3, 7/3, 10fl-hUkHD + y 

- 9 1 1 -&*±>- 13a -fJl/X^r^ ; 

- (2R, 3S) -3' - (1 -^TJlzspwOTM i*^*;^-;^^ 
y-3 J -7 jl-;U- 2 ' -tKD + y7'Dt , t>S4-7th4y-2a-^ 
>'/-f Jl^+v'- 5 0, 2 O-XsM 1 ^- 1 S, 7j3, 1 0 J3 - Ml t Fo*S/ 

- 9 -:t^7- 1 1 -*=*r-fe>- 1 3 a-<^x7r;i/ ; 

- (2R, 3S) -3' - (i, i - 9 J*3-)V- 2 -^ntf» -f;!^**^*^ 

-2a-^>^M^>-5]3 l 2 0-X^y-li3, 7/3, 1 0 (3 - h U 
t KD + y- 9 -:fr*V- 1 1 -$^-fe>- 1 3 a-fibx^rJl' ; 

- (2R, 3S) - 3 ' - t - 7>^->^;u^-;i/7^ y - 3 ' 

~7xXJk 2 1 - t h*D^->7°D tf:*>8£4 -7-fc h*~>- 2 a-^O^-iJl 
**->-5 0, 2 0-X^y-lj3, 7/3, 9/3, 1 0 j3-rh7b Ho*y 

- 1 1 -^^iz>- 1 3 a--f Jl/X^fJb ; 

- (2R, 3 S) -3' - t - 7V*ist>)V*#-)V7 ^ J - 3 ' -7xXJk 2 



» 

(18) W$k¥l 0 ~ 5 1 2 5 5 9 

3 a --r;i/X^x^ ; 

- (2 R, 3 S) - 3 ' - t ~y*h*isti)lX-)l7^ J - 3 ' - (2-5PXX 
)V) -2' -hHP^y7 e nh't>K4-7th^y-2Q-^>^M4 : y 
-5/3, 2 0 -Xtf^fy- 1 /3, 7)3, 1 0 0 - h U t H □ 9 - - 

l l -3^*fe>- l 3 a--r;i/X>;x;i/ ; 

- (2R, 3S) -3' - t -:/h*v*^#X^7=* V- 3 * - (2-7'J^ 
) -2' -hHa^yyPh^yi4-7tb^y-2 a-^>7^M^y- 

5/3, 20-X^y-l.^, 7/3, 1 0 0 - h U b H D*~>- 9 V - 1 

l-^+t>-13 a-^;i/X7T^ ; 

- (2 R , 3 S) - 3 ' - t - yh^y^M^7^y - 3 ' - (3-fX- 
M -2' -kHD*y^Db:*>t4-7th*y-2a-'<> , ;'1'^*>' 
-5/3. 2 0 -X#*fy- 1 j3, 7/3, 10j3-h>JtHD^y-9-^V- 

1 i i 3 a — r ;i/x>;^;i/ 

- (2R, 3 S) -3' - t -7h^y^ibfcjl/7^;- 3 ' -7iXJk 2 
f -kFa^y7 , Pt!t>S4-7tb^y-2a-^y^jmy-5i3, 

2 0 -X^v- 1/3, 10/3- v^h Ho*->- 9 1 1 -#*±>- 

1 3 a-^JUXr^ ; 

- (2 R, 3 S) -3' - t -y'V^-islDV-fc-llT^ J - 3 * -7iZJh 2 
' - t FD^fy7 r Dtf^->K4-Tiih^iy-2 a -**>l/-f v- 5 jS, 

2 0-X^y-li3, 7 «-s;tKD+->-9, 10-y^V-ll-^^ 
-tr >- l 3 a-fjl/XXfib ; 

- (2R, 3S) -3' -t-7>^y^Mx;l,7$;-3' -7xXjk2 
' -kHP^y7 p Dt:tyl4-7th^y-2 a-^>^;^+*>- 5 /3, 
2 0-x#*~>- 1 0- t HD*y-9-t*V- 1 1 -^*t>- 1 3 aH 
;i/X^x;Vo 



(19) »SI¥1 0 - 5 1 2 5 5 9 

■4»WBW0 9 4/1 3 6 5 4WW09 2/0 9 5 8 9 ^fcEJKO^iilCJ: 

TUS^^-MIT (i) «BIS«A3Hl*K (i i) 9—Vvt4>9. 

(i i i) «aanat«Bnrt**tt*a»T**«t3»c-r*2: 
»>-y ^-<d<£/b (D^m h y >x ? x ^ > 3 >&m\z&MT 

SthTT^^;^ (Ad2XHAd5) X\$m%&%:V)T'T S 0-1 (H) 
IRffigB4iBBSBWO 9 4/2 6 9 1 4*MMB) Stt/B-9"*G>a*#£L^. #3B9!G> 
•BHrt-CttfflPllftttBttSSOT^y •J-f^Oi'STH -f*, ^~>> 
(WIAtfM avl, Beard £>, Virology 75 (1990) 8 

i) , ^^fs hvx\$^)i> mx&sAV) m$:<D7^y v-oix&mif 

> cfc9»£L<te7xV2-<;i/7XAV2 [«AtfV>^7*>*XI4A 2 6/ 



> 

< 

(20) #gE¥ 1 0 - 5 1 2 5 5 9 

6 1 (ATCC VR- 8 0 0) ] Jff*L<«, *»W<Z)ttHrtTttb 

tc-t^SB^J^ *s«K6$b. ctDJf*b<«, **w©79 f y^;u^oy 

XJi«5SttJtK<fc£*&3Ifc:J:D (^IDNAT) Ob'hn^in situ 
T» (fi^««*tfWLT*>«fcVi (E2, E3, E4> L1-L5*) . 

J*"T* (Levrero^, Gene 101 (1991) 1 

95; 3-D7/^irai 8 5 5 7 3^; Graham, EM B O J . 3 

(1 9 8 4) 2917) * mz, mt^^mm^T^yo^jv^y^yo^ 

)V7s £ m \ZM E D N A E^l * t> O :/ v 7. ^ F H A £ J: D fl^t £ H «t 

B#h^>^^o:^v3 ttJBr*fflBa»te#*b<tt (i) WEB 

WtlTH itfUTxy^^^Ad 5©$VA0)4EflJ88# (12%) *-t©y 
;Al:fflW^:k hK'Pflg^ 293 (Graham^, J. Gen. Viro 
1. 3 6 (1 9 7 7) 5 9) ^Pf§d^T#5 e 7Ty?^^l:fi* 

?&^2?-<Dmmm*mmmM / £mfizvto9 4/2 6 9 1 4nRit<mmm 

m%,9 3 0 8 5 9 6*ICbE«tSnTti«». 



(21) 0- 5 1 2 5 5 9 

Jryi* 1 ^;^ (aav) ict^Tte, «*aiiBoyyAK:ftSB.^fflffl: 

(ITR) £<&t; e yyA©SS*tt*^^KSHWffi*fcC)2^©±«« 

c:tttxiRniE«snTu* m\zmmmmtemmwo9 1/1 8 o 8 8-*t, n 

WO9 3/0 9 2 3 9^, *@#*f»4 t 7 9 7, 3 6 8^, ^5, 13 9, 
941^, 3-D7^m^4 8 8 5 2 8f#I) . ^tlfetOWffaiKttAAV 
Kfc*U r e pStf/XUc a pl6f^*L, *B«fi^TIBBILfc«* 

WtiAAAVH AAV©2"3©a!*lPlSa«« (ITR) SrWUlCfc^B 
^@tiB^«J^^tJ7 0 ^A^ K AAV©^t^>HSII£f (rep&tfca 

»Lfc«BlB*^W» h7>77i^ M-^d^lci Dffr«T**. 

KKj£<e»;£4Tr*5?K WMcB reakf ieldS, New Biolog 
i s t 3 ( 1 9 9 1 ) 

2 0 3; 3"D 7 /^I^4 5 3 2 4 2f SOl 1 7 8 2 2 0^; Ber 
steinS, Genet. Eng. 7 (1985) 235; McCor 



I 



(22) 1 0 - 5 1 2 5 5 9 

mick, BioTechnology 3 (1985) 6 8 9**#BgS 

3O03-t^>^«8 (gag, poltfenv) £^tf«, VYu^^)V7,\Z 
i^t^M^^^-TH gag, p o 1 Rife n vJie^f ©^88Xtt— 8B 
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(57) Abstract 

A medicinal combination of one or more nucleic acids that at least partially inhibit oncogenic cell signalling pathways, and a 
therapeutic anticancer agent, for use simultaneous, separate or over a period of time to treat hyperproliferative diseases. 
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La presente invention conceme une association meVlicamenteuse d'un ou plusieurs acides nucldiques inhibant au moins partiellement 
les voies de signalisation cellulaires oncogeniques, et d'un agent th6rapeutique anticancereux, pour une utilisation simultanee, separee ou 
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